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* NOTICES * 




JPO and NCIPI are not responsible for any 
damaoes caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated 
3.1n the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The ophthalmic-solutions constituent characterized by blending the mixture of epsilon- 
aminocaproic acid and a boric acid as a buffer. 

[Claim 2] The ophthalmic-solutions constituent according to claim 1 with which epsilon- 
aminocaproic acid is characterized by 0.2 - 1.5 weight / capacity %, and a boric acid being 0.5 - 
1.5 weight / capacity %. 

[Claim 3] The ophthalmic-solutions constituent according to claim 1 or 2 characterized by doing 
0.04-0.5 weight / capacity % combination of polyoxyethylene (200) polyoxy propylene glycol (70) 
as a suspending agent. 

[Claim 4] The ophthalmic-solutions constituent according to claim 1 to 3 characterized by doing 
0.05-0.5 weight / capacity % combination of chlorobutanol as a stimulative improvement agent 
[Claim 5] The ophthalmic-solutions constituent according to claim 1 to 4 characterized by pH 
being 5-7.5. 

[Claim 6] The ophthalmic-solutions constituent according to claim 1 to 5 with which an active 
principle is characterized by being disodium cromoglycate and chlorpheniramine maleate 



[Translation done.] 
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* NOTICES * 




JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

IThis document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.:MaMc shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 

DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the ophthalmic-solutions constituent 
characterized by blending the mixture of epsilon-aminocaproic acid and a boric acid as a buffer. 
Moreover, as an active principle, it is related with the ophthalmic-solutions constituent with 
which disodium cromoglycate and chlorpheniramine maleate are blended. 
[0002] 

[Description of the Prior Art] As a buffer of ophthalmic solutions, although the boric-acid-borax, 
the citric-acid-sodium citrate, the dibasic-sodium-phosphate-sodium dihydrogenphosphate, etc. 
are used, the combination of epsilon-aminocaproic acid and a boric acid is not reported until 
now. 

[0003] Moreover, with those ophthalmic solutions, although the ophthalmic solutions which 
blended disodium cromoglycate (generic-name Intal: following in this way notation) as an active 
principle are already marketed, a buffer is blended and accommodation of pH is performed in 
order to keep pH of ophthalmic solutions at 5-8 from viewpoints, such as stimulative or a crystal 
deposit to an eye. 

[0004] As patent reference about the ophthalmic solutions of the Intal combination, although 
there are JP,6-39379,B, JP,4-9339,A, JP,4-66452.B, etc., for example, there is no publication 
about a buffer in these, moreover — JP,57-56448,B — as a buffer — the sodium-citrate-citric- 
acid and boric-acid-sodium borate — moreover, by JP.6-336429,A boric-acid and phosphoric- 
acid 1 hydrogen sodium and a sodium dihydrogenphosphate are further illustrated for acid sodium 
phosphate-sodium phosphate by JP,54-25082,A. Moreover, although the boric-acid buffer, the 
phosphoric-acid buffer, the carbonate buffer, and the acetate buffer are illustrated by the PCT 
WO 98/No. 13040 official report, there is no publication about concrete combination. Moreover, 
the sodium phosphate-boric acid is illustrated by the PCT WO 97/No. 2414 official report 
Although epsilon-aminocaproic acid is furthermore indicated by the example at JP,7-5456,B, this 
is not what blended epsilon-aminocaproic acid as an active principle, and was blended as a 
buffer. 

[0005] In the patent reference about the ophthalmic solutions of the Intal combination, the 
example which blended the epsilon-aminocaproic acid and the boric acid of this invention as a 
buffer is not indicated as mentioned above. On the other hand, in the case of the ophthalmic 
solutions for antiallergic which blended Intal and chlorpheniramine maleate, if a benzalkonium 
chloride is used as antiseptics, producing insoluble precipitate in water is reported. Various 
approaches are proposed in order to prevent generation of this precipitate. For example, 
although the example (JP,4-66452.B) which blended the surfactant of the example (JP.54- 
25082,B) which added the chelating agent or the sequestering agent, the example (PCT WO JP 
95/No. 02724 official report) which blended alkanolamine, polysorbate 80, and polyoxyethylene 
hydrogenated-castor-oil 60 grade is indicated, the example which used polyoxyethylene (200) 
polyoxy propylene glycol (70) as a suspending agent is not indicated. 
[0006] 

[Problem(s) to be Solved by the Invention] In the case of the ophthalmic solutions for antiallergic 
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which blended especially Inli^^d chlorpheniramine maleate. it is ver^^^ortant from the above- 
mentioned reason to keep pHTat 5-7.5. That is, if pH falls, while the stimulus to an eye will 
become strong, a deposit of the precipitate of water-insoluble nature is found. When a 
benzalkonium chloride is furthermore blended as antiseptics, combination of a resolvent is 
needed in order that the precipitate of water-insoluble nature may generate. In addition, it is 
known that the ophthalmic solutions for antiallergic which blended Intal and chlorpheniramine 
maleate have a stimulus at the time of instillation. 

[0007] Therefore, the technical problem of this invention is to, mitigate [ offering the approach 
for acquiring stable pH in ophthalmic solutions preventing generation of the precipitate of water- 
insoluble nature, when a benzalkonium chloride is further used as antiseptics, and ] the stimulus 
at the time of instillation in addition. 
[0008] 

[Means for Solving the Problem] In order to solve the above-mentioned technical problem, when 
this invention persons blended the mixture of epsilon-aminocaproic acid and a boric acid as a 
buffer of ophthalmic solutions as an approach for inquiring wholeheartedly and acquiring stable 
pH, thereby, they came to complete a header and this invention for there being little change of 
pH also with time. 

[0009] That is, this invention relates to the ophthalmic-solutions constituent characterized by 
blending the mixture of epsilon-aminocaproic acid and a boric acid as a buffer. Moreover, it is 
related with said ophthalmic-solutions constituent with which, as for this invention, epsilon- 
aminocaproic acid is characterized by 0.2 - 1.5 weight / capacity %. and a boric acid being 0.5 - 
1.5 weight / capacity %. This invention relates to said ophthalmic-solutions constituent 
characterized by doing 0.04-0.5 weight / capacity % combination of polyoxyethylene (200) 
polyoxy propylene glycol (70) as a suspending agent again. Furthermore, this invention relates to 
said ophthalmic-solutions constituent characterized by doing 0.05-0.5 weight / capacity % 
combination of chlorobutanol as a stimulative improvement agent. Moreover, this invention 
relates to said ophthalmic-solutions constituent characterized by pH being 5-7.5. 
[0010] Furthermore, it is related also with said ophthalmic-solutions constituent with which this 
invention is characterized by active principles being disodium cromoglycate and chlorpheniramine 
maleate. Reservation of the eye organization stimulative mitigation resulting from fluctuation of 
pH and the stability of a drug or generation of precipitate can suppress the phenomenon which is 
not desirable as ophthalmic solutions, and the ophthalmic-solutions constituent of this invention 
can prevent a crystal deposit of the drug originating in pH fluctuation, generating of precipitate, 
or an eye membrane stimulus. Moreover, when chlorobutanol is used especially as antiseptics, 
the fall of pH accompanying decomposition of chlorobutanol with time is suppressed. 
Furthermore, when polyoxyethylene (200) polyoxy propylene glycol (70) was blended as a 
resolvent and a benzalkonium chloride is used as antiseptics, generation of the precipitate of 
water-insoluble nature can be prevented. In the case of the Intal combination ophthalmic 
solutions, an initial stimulus is also mitigable by blending chlorobutanol. 
[0011] Since epsilon-aminocaproic acid has pharmacological actions, such as a hemostatic 
action, an antiallergic operation, and anti-inflammatory activity, as a former and antiplasmin 
agent, 1-5 weight / capacity % has been blended with ophthalmic solutions as an active 
principle. As a buffer, although usually used with the loadings below 0.5 weight / capacity %, 
buffer capacity becomes large, so that it blends also in it as mostly as possible, since the 
pharmacology effectiveness as an active principle will be demonstrated if many [ as loadings of 
epsilon-aminocaproic acid, if too few, buffer capacity will not be obtained, and / too ] — 0.2 - 
1.5 weight / capacity % — 0.3-1.0 weight / capacity % is blended preferably, moreover — since 
pH becomes low too much and optimum pH cannot be maintained, if many [ if there are too few 
boric acids blended with coincidence, buffer capacity will not be obtained, and / too ] — 0.5 - 
1.5 weight / capacity % — 0.5-1.2 weight / capacity % is blended preferably. The compounding 
ratio of epsilon-aminocaproic acid and a boric acid can be suitably fluctuated, in order to 
maintain pH 5—7.5 in the range of the above— mentioned loadings, but in order to make osmotic 
pressure into tear fluid and an isotonicity, the loadings of epsilon-aminocaproic acid and a boric 
acid are limited to some extent. About especially a boric acid, since the viewpoint of an 
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isotonicity with tear fluid to ^^^a't equivalent is 0.50, the combinatid^j^ weight / more than 
capacity % is difficult. 

[0012] although polyoxyethylene (200) polyoxy propylene glycol (70) is blended as a resolvent in 
order to prevent generation of sediment of water-insoluble nature when a benzalkonium chloride 
is used as antiseptics, since below the 0.02 weight / capacity % of the effectiveness as a 
resolvent are inadequate and it can, on the other hand, consider stimulative [ to an eye 
organization ] 0.5 weight / above capacity % — 0.04 - 0.5 weight / capacity % — it is made 
desirable 0.1-0.3 weight / capacity % combination, moreover — although the chlorobutanol 
usually blended as antiseptics is blended in order to mitigate an initial stimulus of the Intal 
combination ophthalmic solutions, since effectiveness is not acquired by below 0.05 weight / 
capacity % and combination becomes difficult at the ophthalmic solutions which are aquosity 0.5 
weight / above capacity % — 0.05 - 0.5 weight / capacity % — it is made desirable 0.06-0.2 
weight / capacity % combination. 

[0013] As an example of an active principle. Intal and chlorpheniramine maleate are mentioned as 
ophthalmic solutions for antiallergic. As loadings, it is usually blended, for example with the 
loadings (Intal 1 - the amount of duplexs / capacity %, chlorpheniramine maleate 0.01 - 0.03 
weight / capacity %) in a commercial item. 

[0014] In addition, the active principle in which combination to commercial ophthalmic solutions 
is usually accepted, for example, glycyrrhizinate dipotassium. Resolution of berberine sulfate etc., 
a convergence component, tocopherol acetate, cyanocobalamine, Vitamins, such as pyridoxine 
hydrochloride, retinol acetate, and a flavin adenine Congestion removers, such as naphazoline 
hydrochloride and naphazoline nitrate, potassium L-aspartate, Amino acid, such as L-asparatic 
acid magnesium and aminoethylsulfonic acid Sulfa drugs, such as sulfamethoxazole and 
sulfamethoxazole sodium. Mineral, such as potassium chloride and a sodium chloride, 
hydroxyethyl cellulose, Celluloses, such as hydroxypropyl methylcellulose, calcium pantothenate, 
Lysozyme chloride, azulene sulfonate sodium, allantoin, ketotifen fumarate, Hyaluronate sodium, 
Panthenol, diphenhydramine hydrochloride, Ephedrine hydrochloride, polyvinyl alcohol, a polyvinyl 
pyrrolidone. alkylpolyamino ethylglycine, epsilon-aminocaproic acid, sodium chondroitin sulfate, a 
boric acid, etc. can be blended within the limits of the combination criteria. 
[0015] Moreover, as an additive, the basis component usually used for ophthalmic solutions can 
be blended. As these examples, a stabilizing agent, sterilized water, etc., such as solubilizing 
agents, such as viscous agents, such as isotonizing agents, such as pH regulators, such as cooK 
ized agents, such as l-menthol, camphor, and a borneol, a sodium hydroxide, and a hydrochloric 
acid, potassium chloride, a glycerol, and propylene glycol, and hydroxyethyl cellulose, ethanol, 
polysorbate 80. polyoxyethylene hydrogenated castor oil 60, propylene glycol, and a polyethylene 
glycol, a sodium hydrogensulfite. disodium edetate, and a sodium hydrogensulfite, are mentioned. 
These can usually be blended in the amount used as ophthalmic solutions. Moreover, the 
ophthalmic solutions of this invention can be manufactured by the approach by which ophthalmic 
solutions are usually manufactured. For example, an active principle and an additive component 
are cooled to a room temperature after the stirring dissolution to the sterile purified water 
heated at 40-80 degrees C. Next, disinfection filtration of this solution is carried out with a 
membrane filter, and it is obtained by filling up an ophthalmic-solutions container. 
[0016] 

[Example] Although an example, the example of a comparison, and the example of a trial are 
given to below and this invention is explained to it, thereby, this invention is not limited. 
Example 1 glycyrrhizinate dipotassium lOOmg chlorpheniramine maleate 15mg methylparaben 
25mg boric acid lOOOmg epsilon-aminocaproic acid SOOmg propylene glycol 500mg sterile purified 
water ^ Amount whole quantity 100mL[0017] 

Example 2 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg benzalkonium chloride 
2mg boric acid lOOOmg epsilon-aminocaproic acid 500mg ethanol 500mg polyoxyethylene (200) 
polyoxy propylene glycol (70) 

300mgd(s)-camphor 15mg disodium edetate lOmg sterile purified water Amount whole 
quantity 100mL[0018] 

Example 3 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg benzalkonium chloride 
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2mg boric acid 1500mg epsi^^^minocaproic acid lOOOmg ethanol SO^^i^olyoxyethylene (200) 
polyoxy propylene glycol (70^^ 

300mgd(s)~camphor 15mg disodium edetate lOmg sterile purified water *♦ Amount whole 
quantity 100mL[0019] 

Example 4 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg benzalkonium chloride 
2mg boric acid lOOOmg epsilon-aminocaproic acid 400mg ethanol SOOmg polyoxyethylene (200) 
polyoxy propylene glycol (70) 

300mgd(s)'-camphor 15mg disodium edetate lOmg sterile purified water ^ Amount whole 
quantity 100mL[0020] 

Example 5 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg benzalkonium chloride 
2mg boric acid 630mg epsilon-aminocaproic acid 200mg ethanol SOOmg polyoxyethylene (200) 
polyoxy propylene glycol (70) 

200mgd(s)-camphor 15mg disodium edetate lOmg sterile purified water ^ Amount whole 
quantity 100mL[0021] 

Example 6 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg methylparaben 25mg 
chlorobutanol 100mg boric acid lOOOmg epsilon-aminocaproic acid 400mg propylene glycol 
500mgd(s)-camphor 15mg disodium edetate 10mg sterile purified water ^ Amount whole 
quantity 100mL[0022] 

Example of comparison 1 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg 
benzalkonium chloride 2mg epsilon-aminocaproic acid SOOmg propylene glycol SOOmg 
polyoxyethylene (200) polyoxy propylene glycol (70) 

400mgd(s)-camphor ISmg disodium edetate lOmg sterile purified water ** Amount whole 
quantity 100mL[0023] 

Example of comparison 2 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg 
benzalkonium chloride 2mg citric acid 2mg epsilon-aminocaproic acid SOOmg propylene glycol 
SOOmg polyoxyethylene (200) polyoxy propylene glycol (70) 

400mgd(s)-camphor ISmg disodium edetate 10mg sterile purified water ** Amount whole 
quantity 100mL[0024] 

Example of comparison 3 disodium cromoglycate lOOOmg chlorpheniramine maleate 15mg 
benzalkonium chloride 2mg boric acid lOOOmg borax SOOmg propylene glycol SOOmg 
polyoxyethylene (200) polyoxy propylene glycol (70) 

400mgd(s)-camphor ISmg disodium edetate lOmg sterile purified water ♦* Amount whole 
quantity 100mL[002S] example of trial 1: . which added the NaOH solution (six or more pH) of 0.1 
mol/L, or HCI (six or less pH) of 0.1 mol/L to the ophthalmic solutions (pH6) of an example and 
the example of a comparison, measured change of pH, and carried out titration curve creation in 
order to examine the buffer capacity of pH in the ophthalmic solutions of the comparison buffer 
of the buffer capacity of a buffer — the result is shown in Table 1 and drawing 1 . 
an Example 2:epsilon-aminocaproic acid (SOOmg)-boric-acid (lOOOmg) example — a 3:epsilon- 
aminocaproic acid (lOOOmg)-boric-acid (1 SOOmg) example 4:epsilon-aminocaproic acid (400mg)- 
boric-acid (lOOOmg) example — the example of an example of Srepsilon-aminocaproic acid 
(200mg)-boric-acid (630mg) comparison Irepsilon-aminocaproic acid (SOOmg) comparison — an 
example of 2:epsilon-aminocaproic acid (SOOmg^citric-acid (3mg) comparison 3:boric-acid 
(1000mg)-borax (SOOmg) [0026] 
[Table 1] 
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[0027] There was less change of pH than the ophthalmic solutions using the buffer which 
ophthalmic solutions using the mixture of the epsilon-aminocaproic acid-boric acid shown in the 
examples 2, 3, 4. and 5 as a buffer showed in the examples 1, 2, and 3 of a comparison so that 
clearly from the result of Table 1 and drawing 1 . 

The example 2 of a trial: In the ophthalmic solutions of the dissolution experiment example 2, it 
polyoxyethylene (200) polyoxy propylene glycol (70) (resolvent 1) Reached as a resolvent, 
instead the ophthalmic solutions which changed the loadings of propylene glycol (resolvent 2) 
and were added were prepared, and the existence of precipitate was observed. The result is 
shown in Table 2. 



:0028] 
[Table 2] 
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The force in which polyoxyethylene (200) polyoxy propylene glycol (70) controls generation of 
precipitate was strong so that clearly from the result of Table 2. Moreover, as loadings, when it 
was 40mg or more, precipitate was not seen. However, when taking the stimulus to an eye 
organization into consideration, little way of the loadings of a surfactant was desirable, and it was 
thought that the less than amount usually blended with ophthalmic solutions as an additive, i.e., 
500mg, was desirable. 
[0029] 

[Effect of the Invention] It is the ophthalmic-solutions constituent characterized by this 
invention blending the mixture of epsilon-aminocaproic acid 0.2 - 1.5 weight / capacity %, and a 
boric acid 0.5 - 1.5 weight / capacity % as a buffer of ophthalmic solutions, and the approach for 
maintaining pH of ophthalmic solutions to stability is offered. Since pH of ophthalmic solutions is 
kept with time to stability by 5-7.5 by making it this formula, while mitigating stimulative [ to the 
eye organization resulting from a rise or fall of pH ], it has the effectiveness of suppressing 
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generation of insoluble prec^^^e in the crystal deposit or water orig^^^g in additive 
components, such as an active principle or a benzalkonium chloride. It is effective if the disodium 
cromoglycate (Intal) and chlorpheniramine maleate which are the ophthalmic solutions for 
antiallergic are especially applied to the ophthalmic solutions made into the active principle. 
Moreover, it becomes effective by blending polyoxyethylene (200) polyoxy propylene glycol (70) 
as a resolvent to suppress the crystal deposit of an active principle or the additive component 
origin or generation of the precipitate of water-insoluble nature. Furthermore, the formula which 
blended chlorobutanol can mitigate stimulative [ at the time of instillation by Intal ]. 



[Translation done.] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

IThis document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



DESCRIPTION OF DRAWINGS 



[Brief Description of the Drawings] 

[Drawing 1] The titration curve of the various buffers in ophthalmic solutions is shown. 



[Translation done.] 
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DRAWINGS 



[Drawing 1] 
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[ie99(Dffi^»I«:a»fig] 20 
[0 00 1 ] 

[0002] 

[000 3] s/cwja^s^i Lx^u^^v ^m-r h v 

"^2^ (-H»«'Y>^'-;l': fe<TC(D^^CC^iB) *iB^ 

cDp 5 -8 {C«o-<< jgaSO^E^LT p HCDiagS 

[0004W>^ - ^l'E^©,'SBBSI5craT -SSFftXK 40 
<b Urtt. 0l^tf«F^^6 - 3 9 3 7 9-^45?«. 
4-933 9#iia. ^¥4 - 6 6 4 5 2-^^^««3&S 

BSS 7 - 5 6 4 4 8#4i«ic«. ^SESQ^ ^x>K 

^/c1$^HS5 4-2508 2#i5^K:«Ke U >K:^ h 
y^A- t;>ej:^f, i;H;A30i. $ e>tC4$ra^6 - 3 3 6 
4 2 9^4^r«*'>», y>H— ^^T^hU-^A. y 

/i304O^4iS«:«!^'i?S«aaRl, y>K»aR5. fiSM 50 



45^200 1- 1 1470 0 
2 

fflaaswh w^wsmmifiWjk^tixi^^^ifi^ mw^^j: 

6«:«f4>^7 - 5 4 5 6#ia«{c{i||jSS«lK:-/:/e^p> 

^^^-T ^ ytfzfa>mimiS}^»tbxm^Lfti><o 

X$>K>. et9SmtLX^0fci>(OV^ttj:{,K 
[0005] fel±(DJ: '>^^>^-)VW^<D^Mm(tCK 

4^Bg54-25082-^a) . T)\^t/ ^ -)Vr 
B&L/ct?9 (PCT WC)JP95/02724^^) . ;J< U y 

®fSttffJ*E^L3^08 (1$4»4 - 6 6 4 5 2-^<&^) 

^3(4ra^snri^^*s. mmjmti^xir^v^^iy^L 

(200) ?J<U*+i^:/nfu>4!^y3-;i, (70) 

[000 6] 

[0007] .-^.BRlWCC^jiir 

SS&pH*ss:ffc«>cr>:«rffi*jSMtrsci. $6cc» 

[000 8] 

[0 00 9] HJi&. SaSMitr. >r:/lxD 

> - r 5 >' ;e7 :/n >KSaf sJ^ 'i? Koti^^ie^r c 



(3) 

3 

ffilWihffliUr. ?l<y :*-=^*^X^U> (200) 

ixr/ntruvd'^y^-ji/ (70) *o.o4— o.saa/gsx 

m^nr^o 10 

[00 10] $e>«:*:^«. m^Si^^ifi. ^u^if^) 
i^m-r hV"^ ARc/f V >r * 

^>ci*!|$®<i:-r^. sris,'i&BasijiBiK«5tcfcBii-r'2>o * 

n^o $6ec. mmMtVX^V^df^iy:r.^i.i^ (20 
0) 4<y:i-=^i^:/nfU'>yy (70) *iB^-r-S 

i cc J: o r fi)»!DW«*e«r -5 c i 4> -c* 5 . 

[0 0 1 n ^:/t^n>-r s -/:^7:/n>H(*. fit*, 

fi/§^s%. fiF3Ji/<tto.3--i.Qsa/sji5cCffi3^sn 

<«o.5'-'i.2fifi/gS56?!riffi^$n-5„ ^:/t/D>- 40 
«Hr p H 5 7 . 5 ^ittj^-r S fc«>«:agi9ji-r C 

[0012] «{fc-c>ifjUn^^A:&|»IS»I<t 0 

«S)Ba8<!:L/r2j<';:t^t^x^U> (200) ^^V^^ 50 



4$M2 00 1-1 14700 
4 

t/:>-Dtru>^y=2-;K70) SiB^-r-SjOi. 0.02SS 

o.5Si/§fi%tU:r«Bgfflsi-.oDwaM43c^#it e>n^ 

'C*>S-SBISRlk:B&3&5H»Ccnc^cor. 0.05-^0. SMI 
»*L<tt0,06--0.2M*/gfi%E^'r'5>« 
[0013] WaSE^COWi tt, tar U^U^-fflifi 

OIB^ (■03?--iH-2S«/«Sx, vU^>U>;' 

aju7*ji^^>o.oi'^o.o3aM/sa5K) "Cis-&$n 
[0014] ^(oib. miiitGfR<oj^jsm^(ow&^i:>i^it 

T^yy>. igK:^r;Tv^y>«<D3feifiL^^««. l-tx 
;i/i/'j?A. ia{tyi/^-A. rx^>;^;^J^>M:^ h y 

>K:^^y•:;A, /^>7^y-Jl^ ^i^:7^>bK-^$ 
>. ifiKx:7*Fy>, 3i<y tr^^i/T-^u^i-;!/. 3i<yf 
^;Ub^ciy T;i/4^iU?pyT5>'x^judfys/>, 

[0015] ^fcmwma Lr«. iim.'^.Bssuoc^^^ 

ijv^jK. ^y-fey>. :/Ptru>^y=i-ji^(D^sR 

--^l^. 3i<y V;U^- h 8 0. 5}<y :t^Vx5^U>^bt: 

^i^tteo. :/at^u>i^y3-ji/, 5j<yx^u>i/y 
- il-«0«»«B&»lI, MSSKTka:^ h y A. xf^ h 
h y A. M8SE»*«:^ h y A^'^SYtm^ROf 

wa«»sc^»ftiS'teE^*4o-8o-c 



C4) 4$H2 0 0 1- 1 14 700 

5 6 

;Xw:ccD«?S^>>:/^>7-r;u^-«:ri»||5a ^W^sftisr^j&J, ^IMUttctiCCJ: DSRSSn^fc© 
[0016] ^ 

mmmi 

^^^^^^'^^> ZSmg. 

^'i'K IDOOmq 

^:/f>a>-T5>^*yn>M soorag 

. a s 



[00 17] 



[00 18] 



[00 19] 



lOOmL 



ie{b'^>1f;l'3::i'!:?A 2mq 
"^^"^^ IDOOmq 



SOOmg 



?i<y:t+^'X^U> (200) J^<y3^+ix:/c^b•^>^yr3-;l/ {70) 

300mg 

aaawss^^c a a 

lOOmL 

^n-ti^y y-^A oooomg 

tt[<fc-^>1f^l'nx«^A 2mg 
'^'^K ISOOmg 

-<:/*^n>-r s^^^^/r^'n^K looomg 



500mg 

s}^y5i-4^i;/x^u> (200) d<y:i-+5x:/nti'u>i^y=i-;u (70) 

BOOtng 

X7^h»^hyr>A IQng 

jsmm^k a m 

lOOmL 



^n^^S/'y >7K:M^ y^^A looomg 

'^U-OKi'njU^iJ:.'^ 5> ISmg 

ffi{t-^>tf^I/ax'>A 2mg 

'■^"^K iDOOmg 

'{:fzya>-r^y:^':fx2>m 400mg 

^^^-^^ SOOmg 

3i<y:^-+*^x^u> (200) !j<y:^*4^^'3?'pt:u>yyn-;i/ (70) 



C5) 



200 1- 1 14700 



[0 02 0] 



[0 02 1] 



[0022] 



[0023] 



BOOmq 
ISmq 
lOmp 



mum 







lOGmL 












lOOOmq 






ISfliq 






2mq 






630mq 






200mq 






SOOmq 


jpy5|-+i^x^u> (200) 3i<y3f=!^*^:/atfu>4!^y3 


-Jl/ (70) 






200mq 






ISfflq 






ICmq 






IS 9 


±fi 




lOOmL 




20 














lOOOmq 






ISmq 






2Smq 






lOOmq 






lOOOmq 






400mq 


:rDt:u>5^y n-^u 




SOOmq 






ISmq 






lOmq 












lOOmL 












lOOOmq 






ISmq 






2mq 






SOOmq 


:/ofcru>^y 




SOOmq 


;}?y:t^i/x5^u> (200) 3i<y:i-^^':/atru>dJ^y:3- 


-Jl/ (70) 






400mq 






ISmq 


xf^^K:^^y•:>A 




lOmq 






m m 



IDOmL 



lOOOmq 
ISmq 
2mq 



[0 024] 



C6) 
9 

^X>R 2ing 

(200) sP»j:t+i^:/at^P>y»;3-ji/ (70) 

400mg 

aaiMt* . jg g 

lOOmL 

10 



2001-1 147 00 
10 



tmms 
^^^^ 

d<'j:i-^^2xx5^u> (200) 2j<y:t^i^r^cib-u: 



lOOOmq 
15mg 
2inq 
lOOQmq 
SOOmg 
SOOmg 

'^';=3-;i/ (70) 

400mg 
iSmg 
lOmg 

a g 



[0025] 1 : mm<Dmsm(oit^ 

^MStZJfOMmOs^Jlsm (pHB) K:o.amol/L(DNaOH 
fiS^ (pH6Jy±) X«0.lnDl/L(DHa (pH6J^T) 

1 Rzm 1 ccs^-To 

ll*fe«^2 : Y:/^'n>-r 5>/:t7:/a>K(500ffig)-d^ 
•i^KCOOOOmcD 

*SfiW3 : -r:?^S^P>-r 5>^:it7:/a>M(iooomg)-^ 
'^/MClSOOmii) 



30 



lOOmL 

'^ffiClOOOmg) 
»i;K(63Gmg) 

ifce«a|2 : -^:/vn>-r 

x>K(3mq) 

Jt®fi^3 : 3^'^K(lOO0mg)-3^»>?iS>(S0OniQ) 
[0026] 

imi] 



Jtirfxx >K(400mg) - it- 

>':e7r?'c^>tti(200mg)-^^ 

>/;<7:/n>K (SOOmg) 
y:^7yi3>Mcsoomg)~t5' 



(7) 



11 



2001-1 14700 
12 



QlmotAilCL 



1 


1^2 


mma t 


m0S4 ; 


MM5 it 


^1 






2 


5j61 


6.77 


5c48 


sxrr 


6.41 


6.86 


8.66 


1.8 


5j84 


6.79 


&52 


5.13 


5.44 


5.4 


8.75 


1.6 


5j68 


5.82 


5l55 


5.18 


5.49 


5.44 


S.86 


1.4 


5,72 


5.84 


5.58 


5^ 


534 


5.^ 


3.^ 


IJ2 


5.76 


5.87 


5l63 


531 


538 


5.53 


4.15 


1 


5^ 


6.9 


5.69 


538 


536 


5.58 


4.38 


0.8 


5.84 


5.93 


5.75 


5.46 


6.76 


6.64 


4.72 


0.6 


&89 


fi.96 


5.81 


538 


536 


5.7 


6.18 


0.4 


5J94 


5.99 


5l88 


5.7 


IL04 


6.79 


5.66 


0.2 


5^ 


ao2 


&98 


537 


639 


539 


6.83 


















6J04 


6.05 


6L06 


636 


638 


6.04 


6.04 


0.2 


6.1S 


6.07 


aia 


635 


ai2 


632 


6.17 


0.4 


6.2 


6.1L 


&23 


6.42 


832 


a65 


639 


0.6 




6.14 


&a8 


635 


a7j 


7.72 


6.89 


0.8 


631 


6.18 


a42 


6.66 


835 


833 


6.48 


1 


6.37 


6.22 


6.49 


6.75 


834 


a58 


6.56 - 


1.2 


6.44 


6.24 


6.66 


632 


9.03 


a74 


6.63 


1.4 


6.5 


6.27 


6.7 


637 


9.1 


837 


6.69 


1.6 


6.66 


6.3 


6.75 


633 


9.16 


837 


6.74 


L8 


6.62 


6.34 


SB 


636 


933 


9.05 


6.79 


2 


6.68 


6.37 


6.86 


738 


937 


9.12 


633 



[ 0 0 2 7 ] S 1 Ram 1 (mmtf^^mfbiy^rj:J:^(c^ 



*5^U> (200) ?J<y:f+i/':/afU>y»;n-;i/ (70) 

[0028] 
[^2] 



(100mL4') 




4Mei2 


2 0x119 






4 0ms 






5 Omg 






1 OOmg 






2 OOmg 







(200) jj<y:*-+i^:?'nhru>y';3-ji/ (70) ifi. it 

[0029] 

a>-T s >'*^ni/Ko.2~i.5fifi/S:fi5giCif*'? 

C i «:<!: o r j^.lBSD© p H A^^WJC^SfC 5 ~ 7 . 5 



i>. t.fctSWRtLX^-^) (200) jK'J 

ah+2^:/nfcru>yy3-;i/ (70) ^iB^r-Sciecj: 
•r. 




F ^ — A (##) 4C076 AA12 BB24 0C03 CCIO DD09E 
DD22Z DD38 DD51Z 0D70 
FF15 FF36 FF56 FF61 
4C086 AAOl AA02 BA08 BCL7 |yV\02 
MM)3 MA05 MM7 WAIB 
m)3 NA06 ZA33 ZB13 



